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SEQUENCE LISTING 

4 (1) GENERAL INFORMATION: 

6 (i) APPLICANT: Bendele, Alison M. 

7 Sennello, Regina M. 

8 Edwards, Carl K. 

10 (ii) TITLE OF INVENTION: COMBINATION THERAPY USING A TNF BINDING 

11 PROTEIN FOR TREATING TNF-MEDIATED DISEASES 
13 (iii) NUMBER OF SEQUENCES: 4 

15 (iv) CORRESPONDENCE ADDRESS: 

16 (A) ADDRESSEE: Amgen Inc. 

17 (B) STREET: 1840 DeHavilland Drive 

18 (C) CITY: Thousand Oaks |~ | ff™ IT 3 ! J™ 1 

19 (D) STATE: CA L l\l fHl° 

20 (E) COUNTRY: US Swam B ^ B ELscn fl & Eraa 6 

21 (F) ZIP: 91320-1789 

23 (v) COMPUTER READABLE FORM: 

24 (A) MEDIUM TYPE: Floppy disk 

25 (B) COMPUTER: IBM PC compatible 

26 (C) OPERATING SYSTEM: PC-DOS/MS-DOS 

27 (D) SOFTWARE: Patentln Release #1.0, Version #1.30 
29 (vi) CURRENT APPLICATION DATA: 

C— > 30 (A) APPLICATION NUMBER: US/09/907 , 263 

C— > 31 (B) FILING DATE: 17-Jul-2001 

32 (C) CLASSIFICATION: 

4 6 (vii) PRIOR APPLICATION DATA: 

35 (A) APPLICATION NUMBER: US 09/326,394 

36 (B) FILING DATE: 1999-06-04 

39 (A) APPLICATION NUMBER: US 60/036,355 

40 (B) FILING DATE: 23-JAN-1997 

43 (A) APPLICATION NUMBER: US 60/039,315 

44 '(B) FILING DATE: 07-FEB-1997 

47 (A) APPLICATION NUMBER: US 60/052,023 

48 (B) FILING DATE: 09-JUL-1997 

50 (viii) ATTORNEY/ AGENT INFORMATION: 

51 (A) NAME: Zindrick, Thomas K. 

52 (B) REGISTRATION NUMBER: 32,185 

53 (C) REFERENCE/DOCKET NUMBER: A-430D 
56 (2) INFORMATION FOR SEQ ID NO: 1: 

58 (i) SEQUENCE CHARACTERISTICS: 

59 (A) LENGTH: 483 base pairs 

60 (B) TYPE: nucleic acid 

61 (C) STRANDEDNESS: unknown 

62 (D) TOPOLOGY: unknown 
64 (ii) MOLECULE TYPE: cDNA 

67 (ix) FEATURE: 

68 (A) NAME /KEY : CDS 

69 (B) LOCATION: 1 . .483 
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72 




(xi ) 


SEQUENCE DESCRIPTION: -SEQ ID NO: 1: 














74 


GAT 


AGT 


GTG 


TPT 


ccc 


CAA PPA AAA TAT ATP 
i^nn bbn i-Vrin irli nlL 


PAP 
bnb 


PPT 
bb 1 


p a zi 

bnn 


7\ Zi T 


AA1 


Ibb 


A O 


75 


Asp 


Ser 


Val 


Cys 


Pro 


PI n rl w T uq T \/r- Tl d 
olll bXy i-iyo i yr lie 


111 S 


Pro 


PI Y-l 

bin 


Asn 


Asn 


Ser 




76 


1 




















1 D 






78 


ATT 


TGC 


TGT 


ACC 


AAC 

nn\J 


Tfir PAP AAA PPA APP 
1 \J\^ \~,£T\\~r nrin bun nbb 


TAP 
1Mb 


TTP 
lib 


TZiP 
1 Ab 


Z\ Zi T 
nni 


P Z\P 
bAb 


TPT 

1 b I 


y o 


79 


lie 


Cys 


Cys 


Thr 


Lys 


fvs Hi <=; T.v^ PI v Thr 

y »— > iixo j_j y o v_j j_ y x nx 


Tvr 


Leu 


lyr 


Asn 


Asp 


Cys 




80 








20 




9 S 
















82 


CCA 


GGC 


CCG 


GGG 


CAG 


pat app pap tpp app 


PAP 
bnb 


TPT 
1 b 1 


P. ZIP 
bnb 


APP 
nbb 


ppp 
bbb 


TPP 

i bb 


14 4 


83 


Pro 


Gly 


Pro 


Gly 


Gin 


flcn Thr A q n P\/c: Z\rn 


PI n 
blU 


by o 


Pin 
bl U 


C a y 

oer 


bi y 


Q £=l v 

oer 




84 






35 






















86 


TTC 


ACC 


GCT 


TCA 


GAA 


AAP PAP PTP APA PAP 


TPP 
1 bb 


PTP 
bib 


7\ CC 
nbb 


TPP 
1 bb 


1 bb 


7\ 7\ 7\ 

AAA 


1 yZ 


87 


Phe 


Thr 


Ala 


OCX 


p 1 n 


7\ en Hie Toil A v /T H ■> o 
noli ul j Licli niy nib 


bys 


Leu 


Qo-r 


bys 




Lys 




88 




50 












DU 












90 


TGC 


CGA 


aap 

nnO 


PA A 


atp 


PPT PAP PTP PLP 7\ TP 
obi 1Mb bib b/ib nit 


TPT 

1 b 1 


lb 1 


I bb 


Abn 


bib 


bAb 


z4 U 


91 


Cys 


Arg 


T a;q 
J-i_y o 


p] n 




CI \r Pin \7a 1 Pin Tl q 

uiy bin vdl biu lie 


Ser 


ber 


Cys 


i nr 


val 


Asp 




92 


65 












/ 0 










o U 






CGG 


GAC 


APP 


PTP 


TPT 


CCC TPP APP ZiZiP GAP 
bob 1 bL nbb nnb nnb 


pap 

bnb 


1 Ab 


bbb 


CAT 


TAT 


TGG 


o o o 

Zoo 


95 


Arg Asp 


1 111. 


1 

Vdl 


px? c 


biy bys Hrg bys nsn 


Pin 

bin 


Tyr 


Arg 


LI -i d 

HIS 


Tyr 


Trp 




96 










O O 


y U 










yD 






y o 


nb 1 


GAA 


AAb 


CTT 


TTC 


CAG TGC TTC AAT TGC 


AGC 


CTC 


TGC 


CTC 


AAT 


GGG 


336 


Q Q 

y y 


Ser 


Glu 


Asn 


Leu 


rne 


Gin Cys Phe Asn Cys 


Ser 


Leu 


Cys 


Leu 


Asn 


Gly 




1 nn 








100 




lUo 








110 










ACC 


GTG 


CAC 


CTC 


TCC 


TGC CAG GAG AAA CAG 


AAC 


ACC 


GTG 


TGC 


ACC 


TGC 


38.4 


1 0^ 


Thr 


Val 


His 


Leu 


Ser 


Cys Gin Glu Lys Gin 


Asn 


Thr 


Val 


Cys 


Thr 


Cys 




1 OA 






115 






120 






125 








iUD 


CAT 


GCA 


GGT 


TTC 


TTT 


CTA AGA GAA AAC GAG 


TGT 


GTC 


TCC 


TGT 


AGT 


AAC 


432 


1U / 


His 


Ala 


Gly 


Phe 


Phe 


Leu Arg Glu Asn Glu 


Cys 


Val 


Ser 


Cys 


Ser 


Asn 




1UO 




130 








135 




14 0 










Tin 


TGT 


AAG 


AAA 


AGC 


CTG 


GAG TGC ACG AAG TTG 


TGC 


CTA 


CCC 


CAG 


ATT 


GAG 


480 


111 

ill 


Cys 


Lys 


Lys 


Ser 


Leu 


Glu Cys Thr Lys Leu 


Cys 


Leu 


Pro 


Gin 


He 


Glu 




119 
i l z 


145 










150 


155 










160 




114 


AAT 
























4 83 


I 1 r 

I I j 


Asn 


























119 


(2) 


INFORMATION 


FOR 


SEQ ID NO: 2: 
















1 91 

J- /L 1 




(i) SEQUENCE CHARACTERISTICS: 
















1 99 

J. /L 






I 


A) LENGTH: 161 amino acids 
















19^ 
1 £ o 






(B) TYPE: 


amino acid 
















124 






(D) TOPOLOGY: linear 
















126 




(ii) MOLECULE TYPE: protein 
















128 




(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 2 














130 


Asp 


Ser 


Val 


Cys 


Pro 


Gin Gly Lys Tyr He 


His 


Pro 


Gin 


Asn 


Asn 


Ser 




131 


1 








5 


10 










15 






133 


He 


Cys 


Cys. 


Thr 


Lys 


Cys His Lys Gly Thr 


Tyr 


Leu 


Tyr 


Asn 


Asp 


Cys 




134 








20 




25 








30 








136 


Pro 


Gly 


Pro 


Gly Gin Asp Thr Asp Cys Arg 


Glu 


Cys 


Glu 


Ser 


Gly 


Ser 




137 






35 






40 






45 










139 


Phe 


Thr 


Ala 


Ser 


Glu 


Asn His Leu Arg His 


Cys 


Leu 


Ser 


Cys 


Ser 


Lys 




140 




50 








55 




60 












142 


Cys 


Arg 


Lys 


Glu 


Met 


Gly Gin Val Glu He 


Ser 


Ser 


Cys 


Thr 


Val 


Asp 
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143 65 70 75 80 

145 Arg Asp Thr Val Cys Gly Cys Arg Lys Asn Gin Tyr Arg His Tyr Trp 

146 85 90 95 

14 8 Ser Glu Asn Leu Phe Gin Cys Phe Asn Cys Ser Leu Cys Leu Asn Gly 
149 100 105 110 

151 Thr Val His Leu Ser Cys Gin Glu Lys Gin Asn Thr Val Cys Thr Cys 

152 115 120 125 

154 His Ala Gly Phe Phe Leu Arg Glu Asn Glu Cys Val Ser Cys Ser Asn 

155 130 135 140 

157 Cys Lys Lys Ser Leu Glu Cys Thr Lys Leu Cys Leu Pro Gin lie Glu 

158 145 150 155 160 
160 Asn 

163 (2) INFORMATION FOR SEQ ID NO: 3: 

165 (i) SEQUENCE CHARACTERISTICS: 

166 (A) LENGTH: 705 base pairs 

167 (B) TYPE: nucleic acid 

168 (C) STRANDEDNESS: unknown 

169 (D) TOPOLOGY: unknown 
171 (ii) MOLECULE TYPE: cDNA 

17 4 (ix) FEATURE: 

175 (A) NAME /KEY : CDS 

17 6 (B) LOCATION: 1..705 

179 (xi) SEQUENCE DESCRIPTION: SEQ ID NO: 3: 



181 


TTG 


CCC 


GCC 


CAG 


GTG 


GCA 


TTT 


ACA 


CCC 


TAC 


GCC 


CCG 


GAG 


CCC 


GGG 


AGC 


48 


182 


Leu 


Pro 


Ala 


Gin 


Val 


Ala 


Phe 


Thr 


Pro 


Tyr 


Ala 


Pro 


Glu 


Pro 


Gly 


Ser 




183 


1 








5 










10 










15 






185 


ACA 


TGC 


CGG 


CTC 


AGA 


GAA 


TAC 


TAT 


GAC 


CAG 


ACA 


GCT 


CAG 


ATG 


TGC 


TGC 


96 


186 


Thr 


Cys 


Arg 


Leu 


Arg 


Glu 


Tyr 


Tyr 


Asp 


Gin 


Thr 


Ala 


Gin 


Met 


Cys 


Cys 




187 








20 










25 










30 








189 


AGC 


AAG 


TGC 


TCG 


CCG 


GGC 


CAA 


CAT 


GCA 


AAA 


GTC 


TTC 


TGT 


ACC 


AAG 


ACC 


144 


190 


Ser 


Lys 


Cys 


Ser 


Pro 


Gly 


Gin 


His 


Ala 


Lys 


Val 


Phe 


Cys 


Thr 


Lys 


Thr 




191 






35 










40 










45 










193 


TCG 


GAC 


ACC 


GTG 


TGT 


GAC 


TCC 


TGT 


GAG 


GAC 


AGC 


ACA 


TAC 


ACC 


CAG 


CTC 


192 


194 


Ser 


Asp 


Thr 


Val 


Cys 


Asp 


Ser 


Cys 


Glu 


Asp 


Ser 


Thr 


Tyr 


Thr 


Gin 


Leu 




195 




50 










55 










60 












197 


TGG 


AAC 


TGG 


GTT 


CCC 


GAG 


TGC 


TTG 


AGC 


TGT 


GGC 


TCC 


CGC 


TGT 


AGC 


TCT 


24 0 


198 


Trp 


Asn 


Trp 


Val 


Pro 


Glu 


Cys 


Leu 


Ser 


Cys 


Gly 


Ser 


Arg 


Cys 


Ser 


Ser 




199 


65 










70 










75 










80 




201 


GAC 


CAG 


GTG 


GAA 


ACT 


CAA 


GCC 


TGC 


ACT 


CGG 


GAA 


CAG 


AAC 


CGC 


ATC 


TGC 


288 


202 


Asp 


Gin 


Val 


Glu 


Thr 


Gin 


Ala 


Cys 


Thr 


Arg 


Glu 


Gin 


Asn 


Arg 


He 


Cys 




203 










85 










90 










95 






205 


ACC 


TGC 


AGG 


CCC 


GGC 


TGG 


TAC 


TGC 


GCG 


CTG 


AGC 


AAG 


CAG 


GAG 


GGG 


TGC 


336 


206 


Thr 


Cys 


Arg 


Pro 


Gly 


Trp 


Tyr 


Cys 


Ala 


Leu 


Ser 


Lys 


Gin 


Glu 


Gly 


Cys 




207 








100 










105 










110 








209 


CGG 


CTG 


TGC 


GCG 


CCG 


CTG 


CGC 


AAG 


TGC 


CGC 


CCG 


GGC 


TTC 


GGC 


GTG 


GCC 


384 


210 


Arg 


Leu 


Cys 


Ala 


Pro 


Leu 


Arg 


Lys 


Cys 


Arg 


Pro 


Gly 


Phe 


Gly Val 


Ala 




211 






115 










120 










125 










213 


AGA 


CCA 


GGA 


ACT 


GAA 


ACA 


TCA 


GAC 


GTG 


GTG 


TGC 


AAG 


CCC 


TGT 


GCC 


CCG 


432 


214 


Arg 


Pro 


Gly 


Thr 


Glu 


Thr 


Ser 


Asp 


Val 


Val 


Cys 


Lys 


Pro 


Cys 


Ala 


Pro 
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215 130 135 140 

217 GGG ACG TTC TCC AAC ACG ACT TCA TCC ACG GAT ATT TGC AGG CCC CAC 4 80 

218 Gly Thr Phe Ser Asn Thr Thr Ser Ser Thr Asp lie Cys Arg Pro His 

219 145 150 155 160 

221 CAG ATC TGT AAC GTG GTG GCC ATC CCT GGG AAT GCA AGC AGG GAT GCA 528 

222 Gin He Cys Asn Val Val Ala He Pro Gly Asn Ala Ser Arg Asp Ala 

223 165 170 175 

225 GTC TGC ACG TCC ACG TCC CCC ACC CGG AGT ATG GCC CCA GGG GCA GTA 57 6 

226 Val Cys Thr Ser Thr Ser Pro Thr Arg Ser Met Ala Pro Gly Ala Val 

227 180 185 190 

229 CAC TTA CCC CAG CCA GTG TCC ACA CGA TCC CAA CAC ACG CAG CCA ACT 624 

230 His Leu Pro Gin Pro Val Ser Thr Arg Ser Gin His Thr Gin Pro Thr 

231 195 200 205 

233 CCA GAA CCC AGC ACT GCT CCA AGC ACC TCC TTC CTG CTC CCA ATG GGC 672 

234 Pro Glu Pro Ser Thr Ala Pro Ser Thr Ser Phe Leu Leu Pro Met Gly 

235 210 215 220 

237 CCC AGC CCC CCA GCT GAA GGG AGC ACT GGC GAC 705 

238 Pro Ser Pro Pro Ala Glu Gly Ser Thr Gly Asp 

239 225 230 235 
242 (2) INFORMATION FOR SEQ ID NO: 4: 

244 (i) SEQUENCE CHARACTERISTICS: 

245 (A) LENGTH: 235 amino acids 

246 (B) TYPE: amino acid 

247 ( D) TOPOLOGY: linear 
24 9 (ii) MOLECULE TYPE: protein 

251 (xi) SEQUENCE DESCRIPTION: SEQ ID NO: 4: 



253 


Leu 


Pro 


Ala 


Gin 


Val 


Ala 


Phe 


Thr 


Pro 


Tyr 


Ala 


Pro 


Glu 


Pro 


Gly 


Ser 


254 


1 








5 










10 










15 




256 


Thr 


Cys 


Arg 


Leu 


Arg 


Glu 


Tyr 


Tyr 


Asp 


Gin 


Thr 


Ala 


Gin 


Met 


Cys 


Cys 


257 








20 










25 










30 






259 


Ser 


Lys 


Cys 


Ser 


Pro 


Gly 


Gin 


His 


Ala 


Lys 


Val 


Phe 


Cys 


Thr 


Lys 


Thr 


260 






35 










40 










45 








262 


Ser 


Asp 


Thr 


Val 


Cys 


Asp 


Ser 


Cys 


Glu 


Asp 


Ser 


Thr 


Tyr 


Thr 


Gin 


Leu 


263 




50 










55 










60 










265 


Trp 


Asn 


Trp 


Val 


Pro 


Glu 


Cys 


Leu 


Ser 


Cys 


Gly 


Ser 


Arg 


Cys 


Ser 


Ser 


266 


65 










70 










75 










80 


268 


Asp 


Gin 


Val 


Glu 


Thr 


Gin 


Ala 


Cys 


Thr 


Arg 


Glu 


Gin 


Asn 


Arg 


He 


Cys 


269 










85 










90 










95 




271 


Thr 


Cys 


Arg 


Pro 


Gly 


Trp 


Tyr 


Cys 


Ala 


Leu 


Ser 


Lys 


Gin 


Glu 


Gly 


Cys 


272 








100 










105 










110 






274 


Arg 


Leu 


Cys 


Ala 


Pro 


Leu 


Arg 


Lys 


Cys 


Arg 


Pro 


Gly 


Phe 


Gly 


Val 


Ala 


275 






115 










120 










125 








277 


Arg 


Pro 


Gly 


Thr 


Glu 


Thr 


Ser 


Asp 


Val 


Val 


Cys 


Lys 


Pro 


Cys 


Ala 


Pro 


278 




130 










135 










140 










280 


Gly 


Thr 


Phe 


Ser 


Asn 


Thr 


Thr 


Ser 


Ser 


Thr 


Asp 


He 


Cys 


Arg 


Pro 


His 


281 


145 










150 










155 










160 


283 


Gin 


He 


Cys 


Asn 


Val 


Val 


Ala 


He 


Pro 


Gly 


Asn 


Ala 


Ser 


Arg 


Asp 


Ala 


284 










165 










170 










175 




286 


Val 


Cys 


Thr 


Ser 


Thr 


Ser 


Pro 


Thr 


Arg 


Ser 


Met 


Ala 


Pro 


Gly 


Ala 


Val 
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287 180 185 190 

289 His Leu Pro Gin Pro Val Ser Thr Arg Ser Gin His Thr Gin Pro Thr 

290 195 200 205 

292 Pro Glu Pro Ser Thr Ala Pro Ser Thr Ser Phe Leu Leu Pro Met Gly 

293 210 215 220 

295 Pro Ser Pro Pro Ala Glu Gly Ser Thr Gly Asp 

296 225 230 235 
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